mouse Chi3L1 mRNA, and human miR-125a-3p promoter region mapping (A) Chi3L1 gene promoter region. Chi3L1 promoter has pyrimidine-rich initiator elements and enhance-box (E-box) motifs. An E-box motif (CTCGTG) is located 190 bp upstream of the Chi3L1 transcription start site (bold red letters). The cloned human Chi3L1 promoter DNA fragments. This region is 1200 bases upstream of Chi3L1 transcription start site. The bHLH elements-binding site, called E-box, covers 190 base points of this region and is considered to be the USF1 binding domain.
(B) 3'UTR of matured human and mouse Chi3L1 mRNA. These gene maps show the mRNA sequences predicted to bind with miR-125a-3p (red sequences).
(C) Chi3L1 mRNA wild-type 3'UTR contained luciferase vector (WT Vector) and Chi3L1 mRNA miR-125a-3p binding site deleted mutant type 3'UTR contained luciferase vector (MT Vector) were subcloned and used for miR-125a-3p activity.
(D) Human and mouse miR-125a genes promoter (-1-1000 bp). miR-125a promoter has Ebox motifs located at 594 bp upstream of miR-125a gene (bold red letters). The cloned human 
Supplementary Figure S10. Conclusions
Schematic image of the relationship among Chi3L1, USF1, miR-125a-3p, and cancer metastasis. Knock-down of Chi3L1 through siChi3L1 or miR-125a-3p significantly increases USF1 expression. Increased USF1 induces miR-125a-3p expression, but blocking USF1 expression using siUSF1 treatment inhibited miR-125a-3p. USF1 should thus strongly inhibit Chi3L1 expression through induction of miR-125a-3p. Knock-down of Chi3L1 could inhibit cancer metastasis and progression via miR-125a-3p-dependent increase of USF1 expression. 
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